[Protein kinase inhibitors--screening of new molecular target therapeutics].
Protein kinases are critical enzymes in regulating cellular growth and differentiation. Protein tyrosine kinases are potential targets for new anti-cancer therapeutics because they are encoded by many oncogenes. We first identified herbimycin A as an inhibitor of Src tyrosine kinase by screening agents that cause morphological reversion of v-src oncogene transformed cells. We next developed a method for evaluating inhibitors of oncogenic signal transduction pathways based on different growth abilities between normal and transformed cells in a defined serum free medium and isolated new tyrosine kinase inhibitors angelmicins. Recently, we developed an assay system in which activities of protein kinase A, protein kinase C, protein tyrosine kinase and calmodulin-dependent protein kinase III were simultaneously detected on a single gel. This system should be useful for evaluating specificities and screening of protein kinase inhibitors.